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* Report on Carcinogens (RoC)

+ 12th RoC review process

* Peer review charge
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RoC

+ Provides information about potential cancer
hazards in our environment quorl on

Carcinogens

+ Hazard identification document

— ldentifies agents, substances, mixtures, or
exposure circumstances that may posea
carcinogenic hazard for peoplein the United States 2004

— Lists “substances”as known or reasonably
anticipated human carcinogens

+ Congressionally mandated biennial report P
— Secretary, HHS, hasresponsibility forthe report @ """
— 1stRoC publishedin 1980 had 26 listings

— Current11th RoC has 246 listings (58 known and
188 reasonably anticipated)

« Authoritative source

— 0OSHAHazard Communication Standard

— California Safe Drinking Water and Toxic
Enforcement Act of 1986 (Proposition 65)
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Substance Profiles

+ |dentifies the listing

Polychlorinated Biphenyls (PCBs) Polychlosinsnod bupbanghs ary s bosger prodoced ba tha Unised
CAS No. 1336-36-3

v ety e . 8 umma rIZ esrelevant
: : information that supports the
listing

— Carcinogenicity, genotoxicity,
and biologic mechanisms in
humans and/or animals

— Potential for human exposure

* Provides information on
— Properties of the substance
— Use and production

— Current Federal regulations
and guidelines to limit
exposures
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Preparation of the RoC

» Delegated by the Secretary, HHS, tothe NTP

« NTP uses a multi-step process with multiple opportunities for
public input
— Current process released in April 2007

+ Addressed
« Publicinputon process: public meeting January 2004

+ OMB Final Information Quality Guidelines for Peer Review

+ Increased peer review and opportunity for public input

« Specific RoC listing criteria used to evaluate the scientific
evidence on a substance to determine whether or not to list

— Current criteria approved by the Secretary in 1996
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RoC Listing Criteria

Listing Criteria
+ Used to evaluate the scientific
evidence on a candidate substance

The criteria for listing an agent, substance, midure, of exposure circumstance in the RoC are as follows

e U for a listing determination
There is sufficient evidence of carcinogenicity from studies In humans * . which indicates a causal 2
relationship batween axposure io the agent substance, or mixture, and human cancer. . C ate g ories
Reasonably Anficipaied To Be Human Carcinogen .
There is imiled eadence of carcinogenicity from studies in humans * , which indicates thal causal - LISt as
Iinterpretation is credible, bul that altemaltive explanations, such as chance, bias, or confounding factors,
could not adequately be excluded, + "Hnown”

or

_ _ + "Reasonably anticipated”
ihere is sufficient evidance of carcinogenicity from studies in aerperimental animals, which indicales thare is

an increased incidence of malignant andior a combination of malignant and benign tumors (1) in multipla .
species or al muiple tissue sites, or (2) by multiple routes of exposure, or (3) to an unusual degree with —_ DO not ||5t
regard to incidence, site, or type of tumor, or-age af onset,

or

+ Listing determination is based on the
there is less than sufficient evidence of carcnogenicity in hurmans or laboratory animaks; however, tha

agent, substance, or midure belongs to a well-defined, structurally relaled class of substances whose stren ch of the evidence
members are listed in a previous Report on Carcinogens as either known to be a human carcinogen or
reasonably anficipated to be 3 human carcinogen, or there is comvincing relevant information that the agent

acts through mechanisms indicating it would likely cause cancer in humans. = Speciﬁc standardsthatthe bOdY of
Condusions regarding cardnogenicity in humans or experimental animals are based on scientific judgment, scientific evidence mustmeetto reach
with consideration given to all relevant information. Relevant informatien includes, but is not imited to, dose a ||St|r| determin atic:-n
response, route of exposure, chemical structure, metabolism, pharmacokinetics, sensitive sub-populations, g

genelic effects, or other data relating to mechanism of action or faclors that may be unique to a given
substance. For example, there may be substances for which there is evidence of carcinogenicity in laboratory

animals, but there are compelfing dala indicating thal he agent acts through mechanisms which do not - Con CIU SiOn ba SEd on Scientiﬁc
operate in humans and would therefore not reasonably be anficipated to cause cancer in humans ju dgment Wlth con Sideratiﬂn C‘f a "
*This evidence can include traditional cancer epidemislogy studies, data from clinical stedies, andior data relevantinformation

derived from the study of issues or cells from humans exposed to the substance in question that can be
useful for evaluating whether a relevant cancer mechanism is operating In people
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NTP Report on Carcinogens Review Process

s epe d Scientific Review of
Nominations and =#Candidate Substances
Selection of Candidate
Substances ' ™
r h Prepare & release draft
Invite nominations background document
Fiopose E’J‘.:w ok draft b

Solicit public comments public fing: peer review
on nominations e Do) ot s
recommend listing status)

Rele*eﬁnal

\ J background document

B e e T e e T T e

panel’'s recommendation

Inter: Scientific
Review Group

(closed meeting:
recommend listing status)

NIEHS/NTP BESC = Board of Scientific Counselors
E"rcler;l]lic Review Group HHS = Health and Human Services
i listing status) MIEHS Natlunal In_shtute of Environmental Health Sciences
NTE =Mational Toxicology Program

FoC = Feport on Carcinogens
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Background Document

+ Contains scientific information
. from publicly available, peer-
FINAL g :

reviewed literature

Report on Carcinogens Introducti
Background Document for — Introduction

. . P — Human exposure
Aristolochic Acids

— Human cancer studies

September 1, 2008

— Experimental animal studies

— Other relevant information

NT (mechanistic, mutagenicity, etc.)
Mational Taxicology Program

J||[|||
'I|H

+ Abstracted information from both
positive and negative studies

Public Heakh Sorvices
Nathanal Tenscakagy Program
Rencarch Trasghs Pask, NC 17709

« Contains no opinion on listing
status
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NTP Report on Carcinogens Review Process

Nominations and
Selection of Candidate
Substances

Invite nTinations
Propose nominations
for review

- ™

Solicit public comments

on nominations

Select candidate
substances

= Scientific Review of . Peer Review of Draft

Candidate Substances Substance Profiles
Fas . VY 2
Prepare & release draft Prepare & release
background document draft substance profiles

Solicit public comments on
draft background document

Expert Panel
qubllc meeting: review
round document &
remrrmnd listing status)

\

Release final
background document

Solicit public comments on
panel's recommendation
Interagency Scientific

Review Group
(closed meeling:
recommend listing status)
NIEHS/NTP

Scientific Review Group
{closed meeting:
recommend listing status)

o 4

b

Solicit public comments on

draft substances profiles

NTP Board of
Scientific Counselors
public meeting: review
draftsubstance profiles)

A

BSC = Board of Scientific Counselars
HHZS = Health and Human Services
MNIEHS = Mational Institute of Environmental Health Sciences

MTP =Mational Toxicology

Frogram

FoC = Repaort on Carcinogens
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Draft Substance Profile

+ Same format as RoC substance

This DRAFT substance profile 1 distributed salely for the purpose of public comment and profl |e
predissemination peer review. It should not be construed 1o represent final NTP determination or policy.
The peer review date is February 24, 2004,

Aristolochic Acids * Provides NTP's preliminary

Known to be a human carcinogen

First listed in the /2th Report on Carcinagens policy decision on listing status in
Carcinogenicity R 8] C

Aristolochic acids are known fe be human carcinegens based on sufTicient evidence from
studies in humans and supporting mechanistic data.

+ Summarizes scientific
information supporting the listing

Ihere is sufficiem evidence for the carcinogenicity of aristolochic acids in humans based .

on *'-Ill:tiiu!i“l:'lr"|lllll |!111".1n: W l':s uK:nLt:r:lL\ldtr\olll; |1ti-u::1}Ipr::nlucll'nc:m1ninilng :Lll'ishl"rlloc’;':'l':‘j;:]cid:a and reccmme ndatIO n

on mechanistic studies indicating that aristolochic acids are the cancer-causing agents in
those products, Urothelial tumors of the upper urinary tract (tumors of the lining of the

ureter and renal pelvis) were found at high rates in individuals with kidney disease - P rDV |des |nfo rm atlo n D n

(nephropathy ) caused by exposure to aristolochic acids,

Human Sindies

e strongest evidence for the carcinogenicity of aristolochic acids comes from studies = Potentl al for e}(p asure

among Belgian patients with nephropathy { progressive interstitial renal fibrosis) related
to the consumption of herbal medicines. The patients had consumed Chinese herbal

medicines that were inadvertently contaminated with plant species of the genus —_ Prop ertl es Of su b stance. use. an d
Aristofochia. Aristolochic acids were considered to be the cause of the nephropathy (now F ! ?
referred to as “aristolochic acid nephropathy,” or AAN) because (1) the nephropathy p rO'd L Ctl on

developed immediately after ingestion of the herbs, (2) in most cases, the patients had not
been exposed to other agents known to be risk factors for nephropathy, (3) aristolochic

— Current Federal regulations
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NTP Report on Carcinogens Review Process

Nominations and
Selection of Candidate
Substances

Invite nominations
Propose nominations
for review

f 2

Solicit public comments

on nominations

Select candidate
substances

= Scientific Reviewof — Peer Review of Draft

Candidate Substances Substance Profiles
i F WY ™
Prepare & release draft Prepare & release
background document draft substance profiles

Solicit public comments on
draft background doecument

Expert Panel
blic meeting: peer review
(Epu munﬂddmurnent&
remrrmend listing status)

'

Release final
background document

Solicit public comments on
panel's recommendation

Interagency Scientific
Review Group

(closed meeting:
recommend listing status)

NIEHS/NTP
Scientific Review Group
(closed meeting:
recommend listing status)

L 4

\

Solicit public comments on

draft substances profiles

NTP Board of
Scientific Counselors
public meeting: review
draftsubstance profiles)

S

BSC = Board of Scientific Counselars

HHS =Health and Human Services

MIEHS = Mational Institute of Environmental Health Sciences
MTP = Mational Toxicology Program

RoC = Repart on Carcinogens
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Charge

Determine whether the scientific information cited in
the draft substance profile for a candidate substance

is technically correct, clearly stated, and supports the
NTP’s preliminary policy decision regarding its listing
in the RoC (i.e., known to be human carcinogen or
reasonably anticipated to be human carcinogen, or not

to list).



